Background: Animal experimental studies and previous randomized trials suggest an improvement in mortality and neurological function with temperature regulation to hypothermia after cardiac arrest. According to a systematic review, previous trials were small, had a risk of bias, evaluated select populations, and did not treat hyperthermia in the control groups. The optimal target temperature management (TTM) strategy is not known. To prevent outcome reporting bias, selective reporting and data-driven results, we present the a priori defined detailed statistical analysis plan as an update to the previously published outline of the design and rationale for the TTM trial.
Introduction
The target temperature management (TTM) trial is a randomized, parallel-group, assessor-blinded clinical trial, and is the largest trial to date of out-of-hospital post-cardiac arrest treatment and temperature management in the intensive care setting.
To prevent outcome reporting bias and data-driven analysis results, the International Conference on Harmonisation (ICH) of Good Clinical Practice (GCP) and others have recommended that clinical trials should be analyzed according to a pre-specified plan [1] . Leading experts in the critical care community have advocated that this should not only be a recommendation but rather a prerequisite [2] . Here, we describe the statistical analysis plan that has been finalized while data collection in the TTM trial still is on-going, and to which all data analyses in the main publication of the TTM trial results will adhere. The steering group of the TTM trial unanimously approved the statistical analysis plan on 3 December 2012, patient recruitment of 950 patients was completed on 10 January 2013, and the final follow-up was performed on 9 July 2013, after which the database was locked. The statistical analysis plan was published on ClinicalTrials.gov before last data entry and before data analysis was commenced.
Trial overview
The TTM trial is a multicenter, international, outcome assessor-blinded, parallel group, randomized clinical trial (RCT) comparing two strict target temperature regimens of 33°C and 36°C. The population is adult patients, who have sustained return of spontaneous circulation and remain unconscious after out-of-hospital cardiac arrest on admission to hospital. The study background, design, and rationale have been previously published [3, 4] . In brief, the induction of mild induced hypothermia (32°C to 34°C) has become an international standard for unconscious survivors of out-of-hospital cardiac arrest, being embraced by the European Resuscitation Committee, American Heart Association, and International Liaison Committee on Resuscitation, among others. The rationale for this therapy is largely based on the results of two RCTs [5, 6] , both reporting a substantial benefit of hypothermia. However, a recent systematic review and meta-analysis concluded that there was a lack of conclusive evidence supporting the use of mild hypothermia following cardiac arrest, and the quality of evidence was low using the Grading of Recommendations, Assessment, Development and Evaluation (GRADE) system [3] . As previous trials had not accounted for the presence of fever in control groups, the rationale for the TTM study was to compare mild induced hypothermia (33°C) with controlled normothermia (36°C).
The TTM trial protocol (current version 3.3) has been available online at http://www.ttm-trial.org since the start of the trial. The trial is registered at ClinicalTrials.gov (NCT01020916), and is endorsed by the European Clinical Research Infrastructure Network and the Scandinavian Critical Care Trials Group.
The trial was carried out in compliance with the Helsinki declaration and was approved by the ethical committees in each participating country: Australia: Health Ethics Review Committee Protocol No X11-0150 & HREC/ 11/RPAH/216 -"GI-CCT886; 
Objective
The primary aim of the TTM trial is to compare the effects of two strict target temperature protocols for the first 36 hours of hospital stay after resuscitation from out-of-hospital cardiac arrest (4 hours for achieving the target temperature, 24 hours of maintenance of target temperature, and 8 hours of rewarming). The null hypothesis is that there is no difference in survival until the end of the trial (180 days from randomization of the last patient) with a target temperature of 33°C compared to 36°C. To demonstrate or reject a hazard ratio difference of 20% between the groups, equivalent to approximately 1 month of difference in median survival time assuming proportional hazards in the groups during the observation time, a sample size of 900 patients would be necessary with a type I error risk of 5% and a type II error risk of 10%. To allow for patients lost to follow-up, the target population is set to 950 patients.
Stratification and design variables
The only stratification variable used is trial site (hospital). Pre-defined design variables allowing for an adjusted analysis of the primary outcome and pre-defined subgroup analyses are: age, gender, first presenting cardiac rhythm (shockable or non-shockable), duration of cardiac arrest, and presence of shock at admission.
Definition of the efficacy variables
The outcomes are defined as primary, secondary, and exploratory (tertiary in the trial protocol). Only primary and secondary outcomes will be analyzed for the first published report of the TTM trial due to the complexity of the exploratory outcomes, and thus a need for separate publications.
Primary outcome
The primary outcome is survival until end of trial, which will be 180 days from randomization of the last patient.
Secondary outcomes including adverse events
The main secondary outcomes are the composite outcomes of: 1) poor neurological function defined as Cerebral Performance Category (CPC) 3 or 4, or death (CPC 5); and 2) poor neurological function defined as modified Rankin Scale (mRS) 4 or 5, or death (mRS 6) evaluated at 180 days (± 14 days) from randomization. The number of study participants in each category of CPC and mRS will be reported separately.
The following adverse events are included in the secondary outcomes: bleeding, infection, electrolyte and metabolic disorders, cardiac arrhythmia, myoclonic or tonic-clonic seizures, and renal replacement therapy. The full list of adverse events is displayed in Table 1 .
Other secondary outcomes are CPC at ICU and hospital discharge, and best reported CPC during entire trial period.
Exploratory outcomes
Neurological function at 180 days will be defined with CPC, mRS, Informant Questionnaire on Cognitive Decline in the Elderly (IQCODE) (questionnaire directed to a relative or close acquaintance), mini-mental state examination (MMSE), and two simple questions: 1a) In the last 2 weeks, did you require help from another person for your everyday activities? (If yes: 1b) Is this a new situation following the heart arrest?); and 2) Do you feel you have made a complete mental recovery after your heart arrest? The neurological function tests will be supplemented with a questionnaire exploring quality of life defined with the short-form 36 (SF-36) [4] .
Data points Baseline variables
The baseline variables will be: 
Intervention period variables
Core temperature primarily measured in the urinary bladder will be reported per hour during the 36 hours of the intervention period.
Neurological prognostication and withdrawal of care
The number and proportion of patients still comatose at 72 hours after the end of the intervention period that underwent neurological prognostication by a blinded physician will be reported. The number of patients who did not survive until neurological prognostication and their presumed cause of death, including limitations in care and reasons for that will be recorded. The number of patients with electroencephalogram (EEG), somatosensory evoked potentials (SEPs), magnetic resonance imaging (MRI), and computed tomography (CT) of the head will also be reported.
Concomitant cardiological treatments
The number of patients receiving coronary angiography, PCI, and coronary bypass grafting, divided in three time groups (immediately after admission, during intervention or when sedated in the ICU, and after regaining consciousness) will be reported. The number of patients receiving intra-aortic balloon pump (IABP), other mechanical assist device, temporary pacemaker, permanent pacemaker, and ICD will also be reported.
Other descriptive variables
The number of days in the ICU and days on mechanical ventilation during the index ICU admission and days in hospital within the index admission will be reported.
General analysis principles
The general analysis principles will be:
1. Analyses will be conducted according to the modified intention-to-treat principle (ITT) [7] if not otherwise stated. 2. All tests of significance will be two-sided with a maximal type I error risk of 5%. 3. The primary analyses of primary and secondary outcomes will be those of the modified ITT population adjusted for the protocol specified stratification variable [8] and if necessary using data sets generated using multiple imputations. An unadjusted analysis and an analysis adjusting for both stratification and pre-defined design variables will be carried out as sensitivity analyses. Other analyses may also be performed using, for example, a slightly different population. If the results of these analyses are not consistent with the primary analyses this will be discussed. Nevertheless, the conclusions of the study will still be those based on the primary analyses. 4. The tests for interaction between the intervention and each design variable used to identify subgroups are exploratory. 5. Risks will be reported as hazard ratios or risk ratios with 95% confidence interval (CI) or with limits as stated in point 6. 6. If there is data missingness for a specified primary or secondary outcome of less than 5% a complete case analysis without imputing missing values will be performed. If there is a missingness of more than 5% Little's test will be performed. If the test indicates that the complete case data set is a random sample we will continue without imputing missing values and analyze the complete cases. If Little's test indicates that the data set of complete cases is not a random sample of the total data set we will report the point estimates and their 95% confidence limits by applying a worst/best scenario imputation for the missing values. If the worst/best case analyses allow for the same conclusion we will not perform multiple imputations. However, if the worst/best case imputation provides different conclusions, multiple imputations will be performed, creating ten imputed data sets under the assumption of missingness at random. The result of the trial will be the pooled intervention effect and 95% CI of the analyses of the data sets after multiple imputations. The unadjusted, nonimputed analysis will also be made available.
Primarily the observed P values of the primary and five secondary outcomes will be presented. However, multiplicity, a possible reason for spurious statistically significant P values, may be a problem when the results of several outcomes are presented. We therefore want to present a supplemental analysis with the results of P values adjusted for multiplicity according to the fallback procedure [9] . The P values adjusted for multiplicity will be presented and discussed in relation to the unadjusted P values. This adjustment may be needed to control the overall probability of a type I error (rejection of a null hypothesis that is actually true) and keep the familywise error rate (FWER) below 0.05 as required by most regulatory agencies. This will be undertaken by specifying the weights of the hypotheses assigned to them according to their importance. The sequence in which the hypotheses will be tested and their individual weights (in parentheses) will be: primary outcome (0.50), first secondary outcome (0.25), second secondary outcome (0.0625), third secondary outcome (0.0625), fourth secondary outcome (0.0625), and fifth secondary outcome (0.0625). The multiplicity problem is addressed further in the Discussion section.
Statistical analyses Trial profile
The flow of study participants will displayed in a Consolidated Standards of Reporting Trials (CONSORT) diagram as shown in Figure 1 [10] . The number of screened patients who fulfilled study inclusion criteria, and the number included in the primary and secondary analyses as well as all reasons for exclusions in primary and secondary analyses will be reported.
Primary outcome
Frequencies and percentages per group as well as hazard ratios with 95% CI will be reported. The primary outcome will be analyzed using Cox regression with adjusted variables. The proportional hazards assumption across treatment groups will be checked by testing if there is an interaction between intervention and time, and by plotting cumulative hazard functions for intervention groups.
The first analysis of the primary outcome, adjusted for the stratification variable, will be on the patients that met the inclusion criteria and did not meet the exclusion criteria at time of randomization. Patients who did not meet the inclusion criteria and did not receive the intervention (temperature management) and were erroneously randomized will be excluded according to the modified ITT principle.
The second analysis of the primary outcome will be on patients that met the inclusion criteria and did not meet the exclusion criteria and did not have any major protocol violations (per-protocol analysis).
The third analysis of the primary outcome will be an analysis adjusted for both the stratification variable and the design variables.
The above analyses will be repeated with sites grouped as a variable indicating whether the patient has been allocated by the two sites having allocated most patients or one of the other sites (which would be approximately one quarter of the trial population).
Secondary outcomes including adverse events
Frequencies and percentages per group as well as risk ratios with 95% CI will be reported. A standard chisquared test will be used to assess the effect of treatment on binary and categorical outcomes. For the adjusted primary analyses logistic regression analysis will be used. The Wilcoxon-Mann-Whitney test will be used for continuous outcomes. There will only be reported significance testing on the composite outcomes of mortality and poor neurological outcome versus survival with good neurological outcome; not on the individual sub-scores of CPC and mRS. For adverse events there will be a chi-squared test on having one or more adverse events versus having no adverse events. If there is a significant difference between treatment groups in occurrence of adverse events we will try to delineate which events drive this difference. However, we acknowledge the low power for performing analyses in this case.
Characteristics of patients with baseline comparisons
The description of baseline characteristics listed above will be presented by treatment group. Discrete variables will be summarized by frequencies and percentages. Percentages will be calculated according to the number of patients where data are available. Where values are missing, the actual denominator will be stated. Continuous variables will be summarized using standard measures of central tendency and dispersion, using either mean ± SD for data with normal distribution or median and interquartile range for non-normally distributed data.
Intervention period variables
The mean values of the actual measured temperature in the two intervention groups will be displayed in a graph with mean ± 2 SD.
Neurological prognostication and withdrawal of care, concomitant cardiological treatments, and other descriptive variables
The description of baseline characteristics listed above will be presented by treatment group without significance testing. Discrete variables will be summarized by frequencies and percentages. Percentages will be calculated according to the number of patients where data are available. Where values are missing, the actual denominator will be stated.
Continuous variables will be summarized using standard measures of central tendency and dispersion, using either mean ± SD for data with normal distribution or median and interquartile range for non-normally distributed data.
Outline of figures and tables
The first figure will be a CONSORT flow chart as specified in Figure 1 . The second figure will be a temperature graph for the two groups with hours 0 to 36 on the xaxis and mean temperature ± 2 SD on the y-axis. The third figure will be a Kaplan-Meier plot of survival in the two groups during the trial period (32 months). The fourth figure will be a forest plot of intervention effects stratified for the design variables: age dichotomized around the median, gender, duration of cardiac arrest dichotomized around the median, initial cardiac rhythm (shockable or non-shockable), and presence or absence of cardiogenic shock at admission to hospital.
Discussion
With this statistical analysis plan we present the different analyses in the main publication of the TTM trial in order to avoid risks of outcome reporting bias and datadriven results. Of the pre-specified results in the trial we choose to report only primary and secondary outcomes in the main publication, because of the complexity of the detailed neurological outcomes and quality of life that constitutes the exploratory outcomes, necessitating separate publications. Based on these considerations the analyses in the TTM trial will be presented with unadjusted P values as well as adjusted for multiplicity using the fallback procedure.
We would like to emphasize that the main secondary outcome, the composite outcome of poor neurological function and mortality at 180 days after cardiac arrest, will be of great significance in a situation where the primary outcome measure shows a neutral result. No significant difference in mortality, but a clear difference in functional outcome, or opposing outcomes, will have implications for the interpretation of the trial. Survival is an outcome with a low risk of bias and not prone to competing risks. Earlier trials and registry data indicate that a smaller sample size is needed to show the same risk reduction when the composite outcome of mortality and poor neurological function is used (compared to mortality/survival). This was the basis for the order of the outcomes. The composite outcome of poor neurological function and mortality will benefit from an increased power with respect to the possibility of finding or rejecting a significant signal when the trial is powered for survival, which would require a larger sample size.
Comments on the multiplicity problem
There are one primary and five secondary outcomes to be assessed. The primary outcome is survival. The secondary outcomes are: 1) neurological (CPC), binary quantity; 2) neurological (mRS), binary quantity; 3) adverse event, binary quantity; 4) CPC measured at specified point in time, binary quantity; and 5) best cerebral performance during specified period, binary quantity.
Thus, there are six significance tests. These have to be adjusted for multiplicity to control the probability of a type I error (rejection of a null hypothesis that is true). One way to diminish this risk would be to deal with the six outcomes as one group using a data-driven adjustment of the P values. The most powerful procedure based on the raw P values is probably that of Hommel [9] .
An alternative (the fixed sequence procedure) would be to specify the sequence of the hypotheses testing in advance (primary outcome, first secondary outcome, second secondary outcome, third secondary outcome, fourth secondary outcome, and fifth secondary outcome). In this latter case, no multiplicity adjustment will be needed. Each test will then be performed at the 0.05 level of significance in the specified order. However, as soon as a test is nonsignificant the remaining null hypotheses will be accepted without test. For instance, if the primary outcome and the first secondary outcome are significant at the 0.05 level and the second secondary outcome (neurological function measured with mRS) is insignificant, the null hypotheses corresponding to the third, fourth, and fifth secondary outcomes will be accepted without test.
A third approach is the so-called fallback procedure where the fixed hypothesis testing sequence is also used. However, if a test is insignificant, the procedure does not stop but the next hypothesis is tested at a reduced level of significance. This procedure also allows the hypotheses to be weighted according to their importance and likelihood of being rejected.
It appears from Table 2 that Hommel's procedure is sensitive to the P values of the last three tests, while the fallback procedure is not. Since the first and second of the secondary outcomes will most likely produce similar P values, it would be logical to place most of the weights on the primary and first secondary outcome.
Conclusion
To conclude, this article describes the principles of analysis used in the TTM trial for the first publication of the main outcomes. Our approach aims to minimize the risk of data-driven results and outcome reporting bias.
